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Teratologic Evaluation of FDA 71-56
(Tannic Acid)
in

Mice and Rats
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AND DRUG

LABORATORIES, INC. WAVEALY DI¥ISION,
’ Route 175
PO, Box 107
FINAL Waiar;’fNaw Yook 14882
E E 39. E _T__ (6071 565-2034
Submitted to: Department of Health, Education Date: January 31, 1975

and Welfare
Food and Drug Administration
Negotiated Contracts Branch, HFA-510

5600 Fishers Lane Lahcratofy No. 2123 (17}
Rockville, Maryland 20852 Contract No.FDA 223-T4-2176
Sample: Fine white powdered material
Marking: "FDA 71-56 {Tannic acid)

Examination Requested: Teratologic evaluation of FDA 71-56 in mice.

Procedure: See Appendix I
results: See Tables 1 through 5, Figure 1, and Appendix II
Conclusion: On the basis of the data presented herein, the following

conclusion appears to be warranted:

: "The administration of up to 135 mg/kg (hody weight) of the test
material to pregnant mice for 10 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival, The
number of abnormalities s#een in either soft or skeletal tissues of the
test groups did noct differ from the number occeonrring spontaneously in
the sham-treated controls,"

DaV1% E. Balley, Ph.D,

Hrecstor, Waverlv Division

h)
ek,

ennet Crgarel . P DL
Scientific Director '

Thix repor Iy submilked for e wecluglye Use of the penien, partnenskle, or corperetion toe whom It s addraased, and neilher ha epor ngr the neme of thees
Lahoratofies mor of any members gl i alEf, may b uksd ir conndetion wlib the sdeartiebng or sale of any product or process withoot wrtben suthorlzetion,
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FOOD AND DRUG RESEARCH LABORATORIES, INC. _
Date:_December 30, 1974

Croups: 51 through 56 -
P Table 1
Material : ppa 71-56 Laboratory No. : 37127 17y
Fate Summary
{ Mice )
Group Material nsght Total Surviving at Term
mg/kg - Mated Freghant Total _Pregnantd
51 Sham 0.0 25 20 24 19
52 Azpirint 150.0 28 20 28 20
57 FDA 7156 1.35 27 20 27 20
58 FDA 71-56 6.27 25 149 25 19
58 FDA 71-56 22.1 a2 20 32 20
&0 FDA 71-56 135.0 26 19 26 19

» Positive Control: 150.0 mg/kg
** Administered as a water suspensicn (10 ml per kg body weight}: Ses Appendix 1)

I~-"Im:-11.1r:1na|s all dams examined at term



D DRYG RESEARCH LABORATORIES, INC.

F20D AN _
Group : 31 & 52; 57 through &0 Tahle 2 Date: Docember 30, 1973
Material : rpp 71-55 Peproduction Data Laboratery No. 2123 (17y
{ Mice ! .
Group : 31 52 57 58 1:} a0
ose (mg/kg): Sham Appirins+ 1.35 6.27 291 125.0 -
regnancies
Total Ko. 20 a0 20 19 20 12
Lied or Aborted (bsfoye ay 17) 1 0 ) 0 0 0
T¢ term {gon Lay 17) 19 20 20 19 20 19
Corpora Lutea '
Total Ng. 220 240 257 240 238 222
Average/dam mated 9.17 B.37 9,52 9.60 7.44 B.54
Live Litters .
Total No.w~ 19 20 20 i9 20 19
Iimplant Sites
Total No, 207 227 240 223 22¢ 215
Average/dam#* 10.9 11.4 12.0 11.7 11.2 11.3
Resorptions :
Total No,* - 5 2 6 3 9
Dams with 1 or more sites resorbed -~ 5 2 5 3 &
Dams with all gitag resorbed - -— - - — -—
Per cent partial regorptions —_— 25.0 1.0 26,3 15,0 3.6
Fer cent complete reserptian - - _ - - -
Live Fetuses
Total No, 2058 221 233 215 222 204
. Average/dam* 10,8 11.1 11.7 11.3 11,1 10,7
Sex ratio ([M/F) C.95 0.76 0.81 Q.90 g.98 0.9&
Dead Fatuses
Total No.* 2 1 5 2 1 2
Dams with 1 or more dead 2 1 5 2 1 2
Pams with all dead - - - — - —
Per cent partial dead 10.5 5.00 25.0 10.5 5,00 10.5%
Per cent all dead — - _ - —-— -—
AvVerage Fetus Weight, ¢ 0.89 0.86. 0.83 0,80 .88 0,90
* Includes enly those dams examined at term,

** Positive Control : 150.0 mg /g



FOOD AND DHRIG RESEARCH LABORATORIES, INC.

Groups_51 g 52; 57 through 60

Material FDA 71-56

Tabhle 3

Lakoratory Ho. 2123 (17}

PDate December 30, 1974

Summary of Skeletal Findings*

{

Mice H

GCroup NoO.:
Findings
Dose [mg/fkg):

51

Sham

G2
Aspirin*

57 S8 59 &0
1.35 6,27 29.1 135.0

Live Fetuses Examined
{at term)

Eternehrae
Incomplete aszs,
Scrambled
Bipartite
Fused
Extra
Missing
Dther

Ribs
' Incompliete oss.
Fused/split
Wavy

Less than 12
More tham 13
Other

Vertebrae
incomplete oss.
Scrambled-

Fused

Extra ct¥s. oEs,.
Scoliasis

Tail defects
Other

Skull
Incomplete closure
Miesing
Craniostosis
Other

Extremities
Incomplete oss.
Missing
Extra

Miscellaneous
Hyoid; missing
Byoid; reduced

1437112

62/15

/1

2777

29711

Bs2

9/2

33/10
16/10

155,20

44/13

1/1

13/8

26710

8/6

1/

38/13
18/10

163/20 148/l 158/20 142/19

46/17  45/11 65716 - 43715

1/1 1 4/4

32/12° 34710  28/12 1478

33,13 19/8 25712 21/8

_ 13/7 le/8 /3

272

7/4 9/4 5/5

46/19 49713 45/13 30/10
17/12 5/3 23/11 14/10

* Numerator=Numhbher af fetuses affected; Dehcminator=ﬂumher of litters

** Pogitive control :

150.0 mg kg

affectedq,



FOOD AND DRUG FESEARCH LABOPRATORIES, INC,

Groupa 51 & 52: 57 through 60 _ Date pnocamber 30, 1974
Material FDA 71-56 Table 3-a Laboratary No. 2723 (17}
Summary of Seoft Tiseue Ahnormalities
(Mice)

Group Material Dose Level Dam Number of Description
ng/kg Fups

{Hone Obgerved)



FOOD AND DRUG RESEARCH LABORATORIES, Iwc,

Groups_51 & 52: 57 through 60 : Date December 30, 1974
Table 4
Species Mice . - Laboratory Neo., 2123 (17

Average Body Weights*

2 b bt Tl E Tl ey g g e e il LT gy
Group Material E;;;:__ a & 11 15 17%4

wg/kg oooeTTToooos REaE fampmyae g mmmm e
51 Shem 0.0 28 32 34 a2 47 (19)
52 Asplrins++ 150.0 : 27 30 33 40 49 (20
57 FDA 71-56 1.35 32 34 . 36 46 52 {20
58 FDA 71-56 6.27 27 3L 33 . 40 48 19)
59 FDA 71-58 20,1 ' a1 o33 36 45 51 (20)
50 FDA T1-56  135.0 29 32 36 44 49 (19)

*  Of pregnent damn :
**  Number of surviving dams in parentheses {e. f. Table 1}
*** rositive control: 150.0 my/kg



Talble 5

- Groups 51 & 52; 57 through 60 Laboratory MNo. 2123 (17)
\E7HL, _ L
Compound FDA 71-56 _ Species: Mice
Daily Temperature and Humidity Doooxd
. Relative
Date Time Temp .. Humidity
1674 a.m, OF T
10/20 1:00 p.m. 74 60
l0/21 11:00 75 ' 55
10/22 8:00 75 - . 83
10/23 ' 9:00 - 76 . 55
10/24 11:00 76 : .Bs
10/25 9:00 76 T 83
10/26° 9:00 : 76 42
10/27 _ 9:00 75 S 47
10/28 : 8:30 76 46
10/25% . . . 10:30 82 . 47
10/30 B:30 ' 76 T 60
1¢0/3r ) 9:00 75 - 50
1r/1 9:00 80 61
11/2 22:30 p.m. 78 _ _ &7
11/3 8:00 77 : : 63
11/4 11:0D 74 ) 62
11/5 11:00 Th ' 70
- 11/6 8:00 72 . 63
1177 9:00 74 _ 76
11/E . 8:00 72 . 70
11/% - .
11710 8:20 74 ' _ 60
11/11 ' . :
11/12 8:00 72 60
11/13 8:30 BD _ 14
11/14 8:30 80 _ 58
1li/15 8:30 a8z 52
11/16 8:30 : B2 ) ' 43
11/17 8:30 82 52
11/18 8:30 20 ' _ -1t
11/19 2:30 p.nm. 80 49
11/20 8:30 80 . 74
11/21 9:00 131] ' k5
11/22 : B:30) 78 55
11/23 8:00 - BD . . &
11/24 B:00 80 . 69

11/25 8:30 80 72




Figure 1

{Mice)

Photographs of Grossly Abnormal Fetuses

(None Observed in Test Groups)
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\FIWL, _ Appendix I

Teratology Study in Mice

Virgin adult female albinc CDh-1 outbred mice were gang-

housed in disposable plastic cages in temperature and humidity-

controlled quarters with free access to food and fresh tap water,

They ware mated with young adult males, and observation of the
vaginal sperm plug was considered Day 0 of gestation. (One male

was not permitted to impregnate more than'cne female per group.)

Beginning on Day 6 and continuing daily thréugh Day 15 of gestation,

the females were dosed with the indicated dosages bf cral
intubation. The controls were sham treated with the vehicle at
a level eqﬁivalent to the group receiving'tha highest dose,

.Body weightz were reénr&ed on Pays 0, 6, 11, 15, and 17 of
gestation. BAll animals were observed daily for appearance and
behavior with particular;attention to food cansumptioﬁ and weight,
in order to rule out any abnormalities which may.have ocourred as
& result of anorexic effects in the pregnant female animal. Daily
room temperature and humidity were recorded. |

On bay 17 all dams were subjected to Caesarean section undexr
surgical anesthesia, and the sex, nﬁmbers of corpora lutea, implanta-
tion sites, resorption sites, and live and dead fetuses were
recorded. The body welghts of the live PUpS were also recorded.

The urogenital tract of each dam was examined in detail for

anatomical normality.

All fetuses were examined grossly for the presence of external
congenital abnormalities. One-third of the fetuses of esach litter
underwent detailed visceral examinations employing the Wilson

technigue. (Colorea photographs were takén of all grossly abnormal



L)
fetuses.,) The remaining two-thirds were cleared in potassium

hydroxide (ROH}, stained with alizarin red § dye and examined

for zkeletal defects.
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 51 Appendix IT Date_Dsrember 20, 1974
¥aterial  gSham Reproduction Data in Miece (Individual) Laboratory Wo.__ 2323
Dose 0.0 mg/kg '
- Corpora Implant Fatuses Sax . Resorption Average Fetus :
Dam Wg. Fate* Luteg ‘Bites Blive Daad M F gites Weight (g} Remarks
24501 P 12 11 11 4 7 0,38
24502 b 11 11 10 1 5 5 0.¢68
24503 P . 1o - 10 10 5 5 - c.m
24504 E a0 - 1o iQ 3 5 1.13
24505 b 10 10 10 7 3 1.17
24506 B i0 9 9 3 & 1.29
24507 P 17 16 18 5 il | 0.81
24508 P 11 11 11 7 4 2.85
24508 P g 9 g G 3 .84
245114 P 1z 10 10 g & 0,72
24511 F 15 13 13 & 7 n,a7
24512 . P 10 19 10 5 5 1.10
24513 P 13 12 11 1 6 5 0.97
24514 P 10 . 1o 10 5 5 0,90
24515 NP o Q-
24516 P 12 11 11 4 7 0.68
24517 F iz 1o ' 10 7 3 0,85
24513 P 11 - 14 10 & 4 0.79
24519 NP 0 o : o e
24520 NP Q : [¥] ' . . . ——
24521 P 13 12 12 5T o . 0.79 .
245232 NE ¥ 4] . . ' : ———
24523 NP 0 SR + ' . : o . r———
24524 F -— : - - . - - - C e Aborted Day 11
24525 P .

12 .12 12 5 7 _ 0,67

* P = Pregnant; NP o Not Pregnant



FOOD AND DRUS RESEARCH LABGRP.TDRIES, INC..

Group 52 Agpendix IT Date Pecember 30, 1974
Material sepirin Reproduction Data in Mice {Individual) Laboratory No. 2103
Dosg 130.0 mg/kg

_ Corpora  Implant Fatugay Sex Rasorptisn Average Fetus
Dam No. Fatae+ Tutes Sites Alive Dead M F . Sites Weight (g} Remarks
24531 P ] 9 : ) 3 & 0.88
24532 b 1s 11 12 5 7 1 0.72
24533 F 10 10 10 4 & 0,92
24534 F 15 15 15 -kt % 0.88
24535 P 14 1z 11 2ekk gran 1 0.80
24536 P 14 14 14 . -3 11 C0.78
24537 F H 1 10 5 =3 l.oo.
24538 p 1z 11 11 3 0.77
24539 b 12 11 10 : 1 s 5 0,58
24540 P 13 12 11 3 8 1l 8.87
24541 2 12 11 11 . ' 5 6 0.64
24542 F il 11 i1 & 5 .93
24543 P = 3 ] 4 5 0.76
24544 NF 0 o ———
24545 - nNp o 0 -
24545 P 11 11. 11 3 é .82 . -
24547 P 14 13 13 7 & Q.85
24548 WP 0 0 : -
245449 NP [ o -
245350  np ¢ o - ————
24581 NE o 0 ———
24552 NP 0 0 . ———
24553 . B 12 12 12 3 7 G.73
24554 NP Q 0 S m—
24555 P 10 1o 10 6 4 ¢.89
24556 P 11 1i 10 5 5 o1 1.02
24557 P 1L 11 11 L 6 : - 0.81
24550 P 12 11 1D b 4 1 1.07

* P Fregnant; ¥ = Not Pregnant

** Not Recorded

¥4* Not all Recorded



FOCD AND DRUG RESEARCH LABORATORIES, INC.

Croup 57 Appendix II Date_Pecember 30, 1974
Material Fpa 71-5& Reproduction Data in Mice (Individual) Laboratory We. 2723 {17} .
Dose 135 ma/ker

Corpora  Implant Fetuses Sex Rasorption Average Fetug
Dam Mo, FPata* Lutea Sites Alive Dead M F Sites Waight (g} Remarks
24681 F 13 13 12 1 6 & 0.94
24682 b 10 4 9 -] 3 .89
24683 P 18 14 13 1 & 7 0.83
24684 F 14 14 13 1 5 8 Q.77
24685 jo) 13 12 11 1 4 7 : 0,74
24686 NE o o —-——
24687 B 12 10 9 4 5 1 .88
24888 P 13 _ 13 13 & 7 0.73
24683 F ig 16 1s 8 8 _ 0.99
24890 NP a ] . -_—
24651 P 14 1z 1z 6 & 0.91
24692 F 14 1a - 13 3 10 0.69
24693 NP 0 0 - -——
246824 ¥p o ¢ : C ——
24695 . B 15 15 14 3 1 1 .66
24696 P 12 12 12 ' 5 -7 0.494
24697 NF 0 o : : : —_——
24698 B . 18 18 ' 9 9 ' 0,78
24659 B & 4 4 -1 3 0.68
24700 NP Y -0 ' ' : ma—
24701 - P 13 - 13 13 6 7. : 0,82
24702 F 1l 11 il ' 5 <] 0.54
24703 P 12 12 11 - 1 4 7 ' 0.86
24704 HE it o . —rr=—
24705 B 12 : © 12 12 i 2 & ' 0.86"
24706 h] 9 : a . = 5 4 .90
24707 P il g 8 4 4 0,95

* P = Pregnant; NP = Kot Pregnant



FOOD AND DRIG RESEARCH LABORATORTES, INC,

Greup g Appendix IT - Date pecember 30, 1374
Material Fpa 7i-58 Reproduction Data in Mice (Individual} Laboratory Ne. 2123 {17}
Dosa E,27 mo/fkg
Corpora Implant Fatyuges Sex Resorption Avarage Fotyues
Dam Mo, Fataw Lutea Siteg Alive Dead M F Zites Weight (g) Remarks
24711 P 9 a g 3 5 .85
24712 P 13 1z 1z 5 ri 0.72
247113 P 12 11 11 5 & 0.86
24714 P 10 10 14 & - 4 0.83
24715 B id 12 12 & - 0.77
24716 p 1z 12 10 5 L 2 0.91
24717 E 13 12 12 6 & 0.54
24718 E 9 g8 2 4 4 0.89 .
24719 F 11 io e 1 4 5 1.07
24720 P 13 1z 11 5 6 1 0.9%
24721 Ne 3 (1} ——
- 2472z B 1G 15 . 15 o 9 a.81
24723 E 15 15 13 1 g 4 1 - D.80
24724 P 16 14 13 7 6 1 . 0.89
24725 NP 0 1] _ ' m——
24726 " NP D C ) ' : -
24727 NP 0 0. . : ———
24728 F - 15 13 12 5 - 7 1 0.79
- 24729 WP o 0 . . —_—
24730 e o 0 o ——
24731 P 14 13 13 5 8 ' 0.74
24732 - F 19 10 10 3 T 0.72
24733 P 12 12 12 7 5 0.78
24734 b 1z 12 12 5 7 Q.57
24735 P & & .64

13 12 1z

* P Pregnant; Np = ot Pregrnant



FOOD AND DRUG RESEARCE LABORATORIES, INC.

Broup 59 Appendix II Date pecember 30, 1374
Material FDA 71-56 Reproduction Data in Mice {Individual) Laboratory No._z123 117}
Dozea 29,1 Moy

Corpora  Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Tutea Sltes Alive Dead .o F Sites Weight (g} Remarks
24741 P 12 10 10 4 6 0.58%
24742 B . 11 11 11 5 & 0.97
24743 P 10 10 10 4 6 0.84
24744 F 10 10 9 1 4 5 0.82
24745 NP 0 Q ' -_—
24746 NP 0 0 : . _ -—
24747 F - 3 9 5 4 1.09
24748 F 11 11 1 & 5 2.91
24749 o 14 12 12 7 5 1.01
24750 P 14 13 13 & 7 0.81
24751 F 12 11 11 & 5 0,90
24752 NP 0 0 ———
24753 B 11 11 11 3 8 0.88
24754 P 15 13 13 7 6 0.90.
24755 NE o) 0 - L _ : _——
24756 P 1i 11 10 6 4 1 0.75
24757 NP 0 0 ' ————
24758 NP 0 Q . ———
24759 - NP 0 0 S ———
24760 NP 0 4] ' : S o : ——
24761 P 15 14 14 : 5 9 ' 0.75
24762 NP o 0 ' ' —_——
24763 NP 0 0 : : ' —r——
24764 P 15 15 15 9 6 1.01
24765 P 11 - 11 11 5 & 0.76
24766 P 10 1o . 10 é 4 : 0.a7
24767 NP 4] 0 ————
24768 P 11 9 B 4 4 1 0.89
24769 P 12 12 12 6 6 ' ' 1.11
24770 P 9 9 B 4 4 1 0.79
24799 P 15 x4 14 . 8 ) _ B P
24800 NP o -0 ' . ———

* P = Pregnant; NF = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORTES, IHC,

Group & Appendix IT Date December 30, 1974
Material yma 9y Ep Reproduction Data in Mice - (Individual} Lahoratory No._ 2123 (17)
Dose_ 135 0ma/kg . .. |

Corpora Implant Fetuses Sex Resorption Average Fetus
Dam Ne. Fate* Tutas Sites alive Dead M F Sitaes Weight (g Remarks
24771 P 14 14 13 Kl B 1 0,94
24772 P 14 13 i3 5 2 0.91
24773 P .9 9 8 5 3 1 0.98
24774 F 12 12 12 5] 6 0.88
24775 NP ] 4] ——
24776 p 10 10 9 : 1 5 4 . 1.16
24777 2] il 1l 11 : 7 3 1.00
24778 P l4 13 12 & & 1 Q.51
24779 NP 0 0 . —_——
24780 P 14 14 -14 a8 G 1.05
24781 P 11 i1 11 2 9 0.86
24782 E 1z il 7 3 4 4 1.00
24783 P 11 11 11 8 3 : 0.97
24784 o 13 1z 13 4 s 1 - 0.93
24785 . 10 10 S o3 & 1 0.95
24786 P 9 9 9 4 5 ¢.04
24787 P 12 12 12 i 5 0.82
24788 NP 0 0 _ —
24789 F 11 10 10 5 5 ' 0,82
24790 NP 0 o _ e
24731 o 15 14 13 1 - 8 . 0,79
24792 P 7 7 7 4 3 0.82
24793 NP 0 v ' | m———
24794 NP o} 0 . -—
24795 P 13 12 12 & b C,H1 -
24786 NF 0 0 : —

* P = Pregnant; NP = Not Pregnant
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i”"“; FOOD JAND DRUQG

LABORATORIES, INC. WAYERLY DIVISION

FINAL o, Box 107
REFPORT Waverly, New York 14092
______ (807) 5652931
Spbmitted to: Department of Health, Education Date: January 31, 1975

and Welfare
Food and Drug Administrationm
Negotiated Coniracts Branch, RFA-bB10

56C0 Fishers Lane ‘Laboratory Ho. 2143 (17)
Rockville, Maryland 20852 Contract No.FDA 223-74-217i
Sample: Fine white powdersd material
Marking: FbA 71-56 {Tannié Acid)

Exanination Requested: Teratologic evaluation of FDA 71-56 in rats.

Procedure: See Appendix I
Results: ' See Tables 1 through 5, Figure 1, and Appendix II
Conclusion:  On the basis of the data presented herein, the following

conclusion appears to ke warranted :

"The administration of up tc 180 myg/kg (bedy weight} of the test
material to pregnant rats for 10 consecutive days had no clearly
discernible affect on nidation or on maternal or fetal survival, The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontanecusly in
the sham~treated controls."

Dav E ailey, -0,

Director, Waverly Division

XKenneth Hnrgﬁfeiﬁqe. Fh;&. ’

Scientific Dirsctor

This repont iz submitieg for the exclusle uma of tha paragn, parlsasahlp, or corporation o whom it b8 sddrensad, Brd Baliher e report nor the names of Bass
Laboratarles nor of any members of |8 wiaf, may Bo used in connectlon with the adwfising or aaie &l why praduct of process withowt writen suthotizstion.



FOOD AND DRUG RESEARCH LABORHTGRIEE, IXC.
Date:ng;mgr 30, 1974

Laboratory MNo. igy44 (173

Sroups: Sl £ RZ. 57 throngh 60
= = Table 1

Material: rpp 71-56

Fate Sumnary

24

4 Rats |}
Group Material Tosa** Total Surviving at Term
mg/kg Mated . Pregnant Total _Fregnantl
53, Sham 0.0 - 25 22 .25 22
52 Aspirin® 250, 0 25 22 25 22
57 FDA 7156 1.8 22 20 22 20
58 FDA 71-56 8.4 25 21 25 21
59 oA 156 36.8 23 19 23 19
60 FDA 71-56 . 180.0 a5

20

* Positive Contyol: 250.0 mg SRy
** Administered ag a water suspension {See Appendix I}

Yncludes all dams examined at term



OOl AND

Group : 51 & 52;: 57 thyough &0

RRUG RESEA...H LABORATORIES, INC.

Date :‘_I:r'g_;;':_.bér I, 1974

Table 2
Material : pna 71-55 Feproduction Imta Laboratory Wo. :sya3 (17)
{ Rats )
Group : 51 52 57 58 59 &0 .
wse (mg/kg}: Sham Aspirin** 1.8 8.4 38.8 180.0
Pregnancies .
Total No. : 22 22 20 21 19 20
lied or Aborted (before Lay sp) o o 0 o} 0 0
To term {on Day 20} 22 22 20 21 19 : 20
Corpora Lutea
Total No. 282 299 264 281 239 255
Average/dam mated 11.3 12.¢ 12,0 11p.2 10.4 12.5
Live Litters
Totel MNo.* 22 22 20 21 18 20
Implant Sites
Total Wo, 257 251 251 262 211 233
Average/dam* 11.7 11,4 12,6 12.5 11,1 11,7
Resorptions . |
Total Nao.® -— 2l 3 1 1l &
Dams with 1 or more sites resorbed ..o 9 2 1 1 G
Dams with all sites resorbegd _— —— _ _— 1 -
Per cent partial resorptions —_ 40.9 10.0 4.76 5.00 30,0
Per cent complete resorptions _— - _— - 5.00 -
Live Foatuses '
Total Wo, 253 199 248 261 200 227
Average/dam?* 11.5 9,05 12.4 12.4 10.5 11.4
Sex ratio [(M/F) 0.93 0.80 0,87 0.86 1.11 0.9
Dead Fetuzes
Total No,* . a 1 — - - -
Dams with 1 or more dead 1 1 - - - _—
Damz with all dead -_ —_ - - - -
Per cent partial dead 4,55 4.55 —_ - - -
Per vent gll dead — — —_ _ —_ _
Average Fetus Weigh#, g 3.533 2.4¢0 .85 3.8% 4,02 3,87

* Includes only thore dams examined at term.

** Positive Control: 250.0 me ke



FOOD AND DRI RESEARCH LABDRATORIES, TINC,.

Groups 51 & 52: 57 through 60 - Laboratory No._ 2143 (17)
Table 3 .
Mazterial rFpa 71-5& Date December 0, 1974
. Bummary of Skeletal Findingsk
: { Rats )
. Group No. : %1 Lz Y 58 59 ag
Findings : :
Dose [(mg/kg): Sham Agpirin** 1.8 8.4 33.8 - 180.0
Live Fetuses Examined 137722 145/22 170/20 184/21  141/18 159,20
fat term)
Sternebras _ _
Incoemplete oss, 37/14 96719 31/l 46/13 1270 34/13
Scramhbled
BEilpartite . 1/ 11/5 /1
Fused
Extra 1/1 o
Misging . 1/1 130,21 g/3 1377 171 25/9
Cther ) .. :
Ribs _ .
Incomplate ocss. : _ ' 1/1
Fused/split 7/4 : '
Wavy 147 91/20 - ars 21/8 lasg 2875
Less than 12 _ 3
More than 13 o 131722 . 1/1 1/1
Qther :
Vertebrae ' .
Incomplete oss. 9/ logs22 3/2 2/1 5/3 5/5
Scrambhled : .
Fused
Extra ctrs. oss,
Scoliopsis
Tail defects
Gther
Skull . - :
Incomplete closure 43/15 72/1% 1%/11 31712 27/11 2677
Missing 1/1 . '
Craniostosis
Other
Extremities
Incomplete oss. 19/8
Missing
Extra

Miscellaneous
Hyoid: missing 16/10 79/21 - 1176 1%/11 5 /4 22/
Hyoid; reduced I37/18 1o/8 15712 25711 230 26712

* Humerator=Number of fetuses affectedg; Denomlnatnrnﬂumber of litters

** Positive control: 230.0 mg/kyg affected.



FOOD AND LRUG RESEARCH LABORATORIES, INC.

Groupssy 5 52 57 through ao Dateﬂﬂﬂﬂmhen_lﬂ.,_ﬂﬁ__
Material gpa 73_cg Table 3-g Lakoratory No. 2143 (17}
Sunmary of S5oft Tissye Abnormalities
{Rats)
Group Material . Dose Level ban Number of Description
mg/kg Fups '
52 AspiripA 250.0 44514 1 Umbilical hernia
' 44538 1 Encephalomeningocele
44551 1 Umbilical hernia
60 FDA T1-56 180,0 - 44787 1 Hydrocephaiug

*Fositive Controel: 250.0 mg/kg



P OOD AND DRUG KESEARCH LABORATORIES, INC.

Groups 51 g 52; 57 through 60 : . Date December 3G, 1974
Table 4
Species Rats - Laboratory No. 2143 (17
Average Body Weights®*
------------------------- Day-—=—w——ce- - T ooma-—=
Group : Material Dose
Level _ 0 6 11 1s 20%%
MG/RG e L VT TN TOIE e il T T TP
51 Sham - 0.0 219 232 248 269 335 (22)
52 AsSpiripves 250.0 221 - 238 ' 248 T 262 31g (22)
Ly FDA 71-56 1.8 . 217 232 2485 278 : 336 {20}
58 FDA 71-56 : 8.4 222 236 _ 255 275 351 {21)
g FpDA 71-Se 3g.8 218 . 228 245 2632 228 (19
60 FDA 7l1-5& 180.0 218 221 234 ' 250 ' 3le (20)

Y Of jregnant damg : .
**  Number of Burviving dams in parentheses (c.f. Table 1)
B*%  Ppsitive control: 250.0 mg/ky



Tahle &

Groups 51 & 52; 57 through &0 “Laboratory No. 2143 (17)
5@5%&!$ Compound FDa 71-~56 . Species: Rats . ‘

Daily Temperature and Humi&ity Record

Felative

Date Time Temp Humidity
1974 : a.m. op _ %
10/25 9:00 76 : 53
10/26 9:00 76 - 42
" 10727 %:00 75 47.
10/28 8:30 76 46
10/2% 10:30 g2 47
10/30 8:30 76 R 11
re/31 9:00 75 50
11/1 9:00 - 80 - : 61
11/2 12:30 p.m. 78 - 67
11/3 _ B:0D0 77 63
11/4 11:00 . 74 62
11/5 i1:00 76 : 70
11/6 8:00 72 63
11/7 . 9:00 74 _ 76
11/8 8:00 72 70
11/9 | ._ |

11/10 8:20 74 : 60
11/ : _

11/12 8:00 T2 60
11/13 8:30 8O : - 60
11/14 8:30 80 58
11/15 B:30 42 52
11/16 B:30 | 82 . | 43
11/17 8:30 82 52
11/18 8:30 g0 ) 50
11/19 ~2:30 p.m. 80 49
11/20 8:30 80 . 74
11/21 9:00 80 55
11/22 #:30 78 55
11/23 8:00 80 55
11724 8:00 g0 59

11/25 8:30 g0 - . . 72




Figure 1

Photographs of Grossly Abnnrmél Fatuses

{Hone Observed in Test Groups)
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iy Appendix I

Teratology Study in Rats

Virgin adult female albine rats {Wistar derived stock) were
individually housed in mesh bottom cages in temperature and
humidity-contrelled quarters with free access to food and fresh
tap water. They were mated with young adult males, and observa-
tion of the vaginal sperm plug was coﬁsidere& Bay 0 of gestation.
{One male was not permitted to impregnate mnfé than cne female
per group.) Beginning on Day & and cantinﬁing daily thfough
Day 15 of gestation, the females were dosed with the indicated
dosages by oral intubations. The controls were sham treated with
the vehicle at a level equivalent to the group raceiving the
highest test dose. The test material was prepared and doses

caleulated accdrding to the following table:

Dosage ~__Dose Concentration

(mg/kg} _ (ml/kg) {ng/mlj

S 250 1 £ 250
251500 2 125-25G.
5301-750 3 133-250
751-1000 4 187-250
100)-1s600 5 - 200-250

Body weiqhts were recorded on.nafs 0, 6, 11, 15 and 20 of
gestation. All animals were observed daily for appearance and
behavior with particular attention to food consunption and weight,
.in order to rule out ény abnormalities which may hava_accurred as
& result of anorexic effects in the pregnant female animal. Daily

room temperature and humidity were recorded.



(P

On Day 20 all dams were subjected to Caesarean Secﬁion under
surgical anesthesia, and the sex, numbers of'cnrpora'luteaf
implantation sites, resorption sites, and live and dead fetuses’
were recorded. The body weights of the live pups were also
recorded. ‘The urogenital tract of each dam was examined in detail
for anatomical normality.

All fetuses were examined grossly for the presence of
external congenital abnormalities. Dne-thifd of the fetuses of
each litter underwent detajled visceral examinations employing
thaIWilan technique. (Colored phctngrapﬁs were taken of all
grossly abnormal fetuses.) The remaining two-thirds were cleared
in potassium hydroxide {(KOH), stained with alizarin red 5 dye

and examined for skeletal defects.
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FCOD AND DRUG RESEARCH LABORATORIES, INC,

Group 51 Appendix II Date Dacember 38, 1574
Material  gham Reproduction Data in  Rats (Individual} Laberatory No._ 3143
Dege

N 0.0 ma/kg -—

Corpora Implant Fetyses Sex Rezorption Average Fetus

Dam Mo, Fatar Tutaa Sites Alive Dead M F ° Bites Weight {g) Remarks
44501 P 14 13 13 7 & 4,11
44502 ° P 11 11 . 11 6 5 1.13
44503 P 13 .13 - 13 5 8 4.18
44504 P 12 12 12 8 4 3.59
44505 P g 132 13 9 4 3,56 .
44505 b 14 . 11 11 3 g 3,72
44507 P 13 13 13 g - 7 3.84
44508 P 11 10 10 4 6 3.88
44503 D 14 11 11 6 5 4,02
44510 P 15 13 13 8 5 4,08
44511 b b ~1lp 1o g 5 4,08
44512 b 13 13 13 - 7 6 3.83
44513 NP 4] 4] . ———
44514 P 13 12 1z B 5 3,99
44518 . 13 iz 33 4 g 3.80
44516 P 15 15 15 4 11 3,71
44517 P 12 . 10 10 3 4 4.37
44518 P 12 ' 11 11 4 7 3.94
44519 P 13 _ a . B o .5 3 o : . 4,00
44520 NP D 0 : : . o ———
4452] P 14 13 . 13 : g - 4 : " 3.83
44522 P 14 14 10 -4 2 8 5.45
44523 T . B N I - 1 3 5.42
44524 P iz 11 11 6 5 i.89
44525 NP - ————




FOOD AND DRUG RESEARCH LABORATCRIES, INC,

Group 52 - hppendix II Date December 30, 1574
Material pepirin Reproduction Data in Rats (Individual) Laboratory No. 2143
Dose 2530 my My
Corpora  Implant Fetusges Sex Resorption Avarage Fetus

Dam Mer. Fate* Tutea Sites Alive Dead o F Eites . Waight {4} Remarks

44531 P 12 12 12 6 6 j.on

44532 P 12 g 9 2 7 2,60

44533 P 13 7 7 5 2 2,80

44534 P 13 10 10 4 B 1.5%

44535 F 17 17 17 10 7 : ) 4,17

44536 NP o o —

44537 p 15 1z 12 8 4 : 2.66

44538 E 15 k| 13 G 7 . 2,33

44539 P 14 12 10 1 5 5 i C o 2.48

44540 - P 14 12 12 & 6 2.50

44541 P 11 10 in L] 4 3.07

44542 P 13 13 12 3 10 2,28

34543 pol 14 - 12 4 1 3 B 2,05

44544 - Np 0 0 . _ —

44545 P 12 12 12 3 9 _ 2.24

44546 P 13 11 8 2 6 3 _ 2.44

44547 F 13 . 8 2 & 4 -1.79

44548 P 3 1l 2 1 1 9 1.35

44549 P 13 13 13 9 - 4 ' _ 2.77

44550 P 140 10 5 1 4 5 - 1.64

44551 - P 17 12 1 4 3 5 o 2,02

44552 P 19 1l 11 7 4 _ 2.86

44553 ue 0. 0 L ' ——

44554 B 1z . 9 3 3 0 N 2.14

P 0 1 1% 1.4

44555 14 & B

* P = Pregnant; NP = Not Preg’nant .



FOOD AND DRUG RESEARCH LARCRATORIES, INC.

Group £ Appendix II Date pecember 30, 1974
Material FDA 7156 Reproduction Data in Rats (Individual} Laboratory No._ 143 (173
Dose L8 mg kg
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam WNo. Fate* Lutaa Sites Alive Dead M F Bites Waight (g) Femarks
44681 P 16 12 12 6 8 4.07
44682 P 12 1z 12 4 B 4.04
44683 Nz 0 o . ——
44684 P 15 15 15 8 7 3.74
44685 P 14 12 12 -4 B 3,27
44686 F 14 -13 13 & 7 3.67
44687 F 14 13 13 4 a 3.85
44688 F 1z 11 9 4 5 2 3.81 -
44659 P 1 11 11 & L] d.1¢&
44590 F 14 14 14 8 & 3.05
448651 F 10 =) 9 4 . 5 4.62
44632 F 12 12 12 7 5 3.84
44693 F 11 11 11 5 & 3.78
44694 F 13 13 13 5 8 3.77
44695 NP 0 O -——
4696 P 15 15 15 8 7 4,13
44697 F 17 16 15 -] o -1 3.98
44698 P 11 11 11 5 6 ' 3.87
1 44659 P 11 11 11 & 4 4.32
| 44700 B 15 13 13 9 4 3.67
; 44701 F 11 11 11 5 & i.6l
44702 F 16 1l 16 5 11 2.71

* P = Pregnant; NP = Not Pregnant



FOCD AND DRUG EESEARCH LABORATORIES, INC.

Group 58 Appendix II Date_ December 30, 1374
Material rpa 71-66 Reproduction Data in Rats {Individual) Laboratory Ne._ 2143 (17
Dose 8.4 ma/ka
Corpora  Implant Fetuses Sex Eesorption hverage Fetus _

Dam Wg, Fatet* Lutea Sites Alive Dead M F Sitas Weight (g} Renarks

44711 P 14 14 14 4 10 3.85

44712 P. 10 10 .10 4 a 4.03

44713 P 13 13 13 a8 5 3.83

44714 F 15 15 15 o G 2.86

44715 P 14 14 14 & 8 3.79

44716 P 13 13 -13 G 7 .78

44717 P 13 13 12 5 7 ) 3.47

34718 F 15 12 11 [ 5 1 4.13

44719 NP 0 (] _ -

44720 P 14 12 12 4 ;] 3.83

44721 KFP ) 0 —_—

44722 NP 0 a. ' —_—

44723 P 14 14 14 8 & 3.77

A4724 F 14 C 14 14 [+ 8 3.93

44728 P 14 - 14 14 7 7 3.75

44726 P 12 11 11 7 & 4,18

44727 P 11 11 11 6 5 4.08

44728 MNP 0 . o —_——

44729 P 14 . 14 - 14 7 ? 3.B3

44730 - P 15 ‘13 13 6 7 404

44711 F 15 14 14 G 8 4,03

44732 P 135 ' 3. 13 5 8 3.66

44733 P 14 .13 13 4 o 3.78

44734 P 12 12 12 5 7 3.87

44735 P 10 4 4 2 2 4.16

*P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABCRATORIES, INC,

Group 59 Appendix IX : Date  pecapher 30, 1974
Materjal ¥Da 71-56 Reproduction Data in  Rats {Tndividual} Laboratory No._ 2143 (17)
Dose 38.8 ma/kq
Corpora Implant Fatuges Sax Resorption Avexrage Fetus

Dam No. Fate* Lutea Sites Alive Dead M F Sites Welght {g] Remarks

44741 P 11 11 11 —_——

44741 P 13 iz iz 7 5 4.20

44744 P 13 13 13 10 3 3.55

44745 F il 11 11 6 5 3.96

44746 E 13 3 3 2 1 .90

44747 P 1z 13 13 8 s 3.54

44748 P 14 14 14 g & 4.17

44749 we o a. —_—

44750 P B 9 9 5 4 4.41

44752 F 13 11 11 5 6 4.11

44753 F 12 10 10 4 6 4.02

44754 NP o 0 —-—

44755 NP o O —_—

44756 P 14 14 14 5 9 3.88

44757 P 10 1o 10 3 7 .77

44758 P 13 13 13 9 4 3.32

44759 P 14 .14 14 9 5 4,07

44760 P 12 & & -3 3 3.62

44761 F 14 14 14 7 7 3.21

44762 P 18 11 11 & 5 4.17

447632 s} 13 13 i3 3 149 a.68

44764 o 12 9 9 5 4 _ 3.55

44765 NF 0 O ———

* P = Pragnant; NP = Not Pregnant



FOODr BND DPUG REEERRCH LABCRATORIES, INC,

Group GO Appendix II Date tecember 30, 1974
Material FDA 71-56 Reproduction Data in Rats {Individual) Laboratory No. 2143(17)
Doga 180.0 mg/kg
Corpora  Implant Fetuses Sax Resorption Average Fetus

Dam Mo. Fate® Lutea Sites Alive Dead M F Sites ' Waight f{qg) Remarks

44771 NE 4] H —_——

44772 F 14 14 14 B & 3,85

44773 F 13 12 12 o & 3.55
. 44774 P 18 12 1z 5 T 3.76

44775 P il 11 11 4 7 3.45

44777 2] 1C 7 6 2 4 1l 2,858

44778 r 11 .10 10 5] 4 ' 1.94

44779 NE 0 a —_—

44780 P 13 13 13 <] 7 3.72

44781 NP 2 4] =

44782 P 13 i3 13 7 5 4,34

44783 F 14 14 13 & 7 1 3,65

44784 P 11 11 10 4 6 1 4.50

44785 F 11 11 11 - & 3.99

44736 F 14 14 14 5 9 3.82

44787 F 15 ' 12 12 4 8 4.00

44788 P 11 10 9 4 5 1 4.1%

447892 P 1l 10 10 T 3 4,05

44790 F 11 a8 7 2 5 ‘1 : 3.08

44791 F 14 . 13 13 9 4 : C4.14

44792 E 13 12 ) 12 ) 4 g - 4,09

44793 NP 0 0 ’ -

44794 P 15 - 14 14 B8 6 ' ' 4,29

B 12 12 il € 5 1 : 3,87

44755

* P = Pregnant; NP = Mot Pragnant



